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levels of SED ID WO: 3 or a polynucleotide which hybridizes under 
stringent conditions to the antisense sequence of SEQ ID NO: 3 in 
the patient. veErsu§\the normal human control is associated with a 
cancer which \i\ progressing in stage and *m increase is 
associated wif.h\ a cancer which in regressing in stage or in 
remission . 



REMARKS 

Claims 1-10 are pending in the instant application. Claims 
6 and 0-10 have been withdrawn from consideration by the Examiner 
and subsequently canceled without prejudice by Applicants in this 
amendment. Claims 1-5 and 7 have been rejected. Claims 1-5 
have been amended and claim 7 has been canceled in light of the 
amendments to claims 1-5- No new matter has been added by these 
amendments. Reconsideration is respectfuJly requested in light 
of these amendments and the following remarks. 
I. Finality of Restriction Requirement 

The Examiner has made final the Restriction Requirement- 
mailed May 6, 2002. Accordingly, in an earnest effort to advance 
the prosecution of this case, Applicants have canceled non- 
elected claims 6 and 8-10, without prejudice. However, in light 
o:C the finality of the Restriction Requirement, Applicants 
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reserve the right to file a divisional application to the 
canceled, subject matter. 

II . Information Disclosure Statement 

The Examiner has indicated that references AD, AE, AQ, AR, 
AS and-AU o£ the Information Disclosure Statement were not found 
in the instant application. As stated in the transmittal sheet 
forwarded with the IDS, these references were not provided with 
the Information Disclosure Statement as they are standard 
reference texts cited in the application i'or their teachings of 
general procedures known to those of skill in the art. It is 
Applicants' belief that the United States Patent Office has 
access to these standard reference texts and due to the 
voluminous nature, copies are not being provided. Further, these 
general teachings of procedures do not afiect the novelty or 
unobviousness of the instant claimed invention. 

III. Rejection of Claims 1-5 and 7 under 35 U.S.C, § 112, first 
paragraph 

Claims 1-5 and 7 have been rejected under 35 U.S.C. § 112, 
first paragraph, as containing subject matter which was not 
described in the specification in such a way as to enable one 
skilled in the art to which it pertains, or with which it is most 
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nearly connected, to make and/or use the invention. 
Specifically, the Examiner suggests thai: there is no nexus 
between the GSG identified as SEQ ID NO: 3 and the CSGs, Clnll4 
and ClnllS for which data is presented in the specification. 
Further, the Examiner suggests that Applicants have not provided 
any disclosure enabling the use of variant and degenerate 
polynucleotides of SEQ ID NO: 3. In addition, the Examiner 
suggests that Applicants have not set forth any supporting 
evidence that suggests that SRQ ID NO: 3 in a unique tumor or 
molecular marker for gastrointestinal cancer. 

Applicants respectfully traverse this rejection. 
In Figure 3 of U.S. Provisional Application No. 60/188,061, 
filed March 9, 2000, from which the instant application claims 
priority, the nucleic acid sequence of Clnl.15 (SEQ ID NO: 3) is 
disclosed, A courtesy copy of the Figures from the as-filed 
provisional application is provided herewith. 

Figure 3 from the priority application establishes the nexus 
between Clni:i5 and SEQ TD NO: 3. 

Further, at page 4 of the Office Action, the Examiner 
acknowledges that the evidence presented in the specification 
suggests that with the occurrence of Cl.nll4 and Clnllb 
underexpression in colon cancer, this can be interpreted as 
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diagnostic of gastrointestinal cancer. Thus, since the nexus 
between C.lnl.15 and SEQ ID NO: 3 has now be^n established, this 
evidence in the specification must also bn indicative of SEQ ID 
NO: 3 being a unique tumor or molecular marker for 
gastrointestinal cancer. 

In addition, and without conceding the correctness of the 
Examiner's position, Applicants have amended the claims to 
exclude the use of variant and degenerate polynucleotides of SEQ 
ID NO:3. 

Withdrawal of this rejection under 3b U.S.C. § 112, first 
paragraph, is therefore respectfully requested in light of these 
amendments * 

IV. Rejection of Claims 1-5 and 7 under 35 U.S.C. § 112, second 
paragraph 

Claims 1-5 and 7 have been rejected under 35 U.S.C. g 112, 
second paragraph, as being indefinite for failing to particularly 
point out and distinctly claim the subject matter which applicant 
regards as the invention. Specifically, the Examiner suggests 
that claims 1-5 and 7 are vague and indefinite in the recitation 
of "GSC". The Examiner also sugqests that the claims 1-5 are 
vague and indefinite in the recitation of "determining CJSG 



Received from < 8568101454 > at 1/21/03 3:09:11 PM [Eastern Standard Time] 



@013 



01/21/03 TUE 16:14 FAX 8568101454 



LAW OFFICES 



Attorney Docket No,: 
Inventors : 
Serial No . : 
Filing Date: 
Page 10 



DEX-0142 
Macina et al ♦ 
09/802,674 
March 9, 2001 



levels" because it is noL clear what type of GSG molecule is 
measured. Claim 7 is also suggested to bo indefinite in the 
recitation of non-elected subject mater, namely reference to 
claim 6 and SEQ ID N0:1. 

Accordingly, in an earnest effort to advance the prosecution 
of this case, Applicants have amended claims 1-5 to delete the 
term GSG and clarify that the molecule determined comprises SEQ 
ID NO: 3 or a polynucleotide which hybridi/.es under stringent 
conditions Lo the antisense sequence of SEQ ID NO: 3. Support 
for this amendment is provided in the specification at pages 4-5. 
Claim 7 has been canceled in light of amendments to claims 1-5. 

Withdrawal of these rejections under 35 U.S.C. § 112, second 
paragraph, is therefore respectfully requested. 
V. Rejection of Claims 1-5 and 7 under 35 U.S.C, § 101 

Claims 1-5 and 7 have been rejected under 35 U.S.C. § 101 as 
not being supported by either a specific, substantial, credible 
or asserted utility or a well established utility. 

Applicants respectfully traverse thi:s rejection. 

As discussed in Section III, supra, ovidenec establishing 
the nexus between SEQ ID NO: 3 and Cln'115 was set forth in the 
provisional application from which the instant application claims 
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priority. A courtesy copy of Figure 3 from U.S. provisional 
application serial No- 60/188,0 61 with th* nucleic acid sequence 
of ClnllS (SEQ ID NO: 3) is provided herewith. Further, the 
claims have ben amended and are now drawn to determination of 
levels ol SEQ ID NO: 3 or a polynucleotide which hybridizes under 
stringent conditions to the antisense sequence of SEQ ID NO: 3. 
Claim 7 has been canceled in light of the amendments to claims 1- 



As aiuo discussed in Section TTI, sui>ra, the specification 
has been acknowledged by the Examiner to provide evidence of the 
usefulness of ClnllS, and thus SEQ ID N0:."$ r as a tumor diagnostic 
marker . 

Accordingly, the claims as amended ate clearly supported by 
a specific, substantial, credible utility. 

Withdrawal of this rejection is therefore respectfully 
requested - 
VI . Conclusion 

Applicants believe that the foregoing comprises a full and 
complete response to the Office Action of record. Accordingly, 
favorable reconsideration and subsequent allowance of the pending 
claims is earnestly solicited. 
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Attached hereto is a niarked-up version of the changes mads 
to the specification and claims by the current amendment * The 
attached page is captioned "Version with Markings to Show Changes 
Made . " 



Date; Jan uar y 21 , 2003 

Licata & Tyrrell P.C. 

66 E. Main Street 

Marl ton, New Jersey 08053 

(856) 810-1515 
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VERSION WITH MftRKINftS TO SHOW HHAlTOp .^ 
In the C l aims : 

Please cancel claims 6-10 without prejudice. 
Ple-aue amend the claims as follows: 

1. (amended) A me L hod for diagnosing the presence of 
qastro intestinal cancer in a patient, comprising: 

(a) determining levels of €5€r SEP ID MO: 3 or a 
polynucleot id e which hvbrirH z eB under stringent- condi Lions i-n the 

antjsen^ gegyencp pf SBO TP NO , - 1 in cells, tissues or bodily 

fluids in a patient; and 

(b) comparing the determined levels of 6S€ SEP ID NO: 3 or a 
Pv3.YnwcXeQtj.dB Which hybridiz es under si ri noent: mnditinnB rn t.hp 
antisfinsg. sequence of srcn rn io<v ^ wl . tn i OV els of ©se SEP id no:3 
or a polynucleotide whj c b„,, h , vbr idiSCS under .-Stringent r- o ndi f i on* 
^ the antisense segno rice ol SEP ID WO: 3 in cells, tissues or 
bodily fluids from a normal human control, wherein a change in 
determined levels of eee fitip tP NQ:3 o r a nolvnud *,vH Mh ^h 
hybridizes under .stringent condition* I he antisenge spanpnnp 
of Sep td NO: 3 in said patient versus normal human control is 
associated with the presence of gastrointestinal cancer. 

2. (amended) A method of diagnosing metastases of 
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gastrointestinal cancer in a patient comprising: 

(a) identifying a patient having gastrointestinal cancer- 
thai; is not known to have metastasized; 

(b) determining see levels of. „ _SE O ID NO: 3 or a 
polynucleoti de which hybr l diEes under stringent c on ditions to the 
antisen.se sequence o£ SEP ID NO: 3 in a sample of cells, tissues, 
or bodily fluid from said patient; and 

(c) comparing the determined trf^e levels of SEP ID NO: 3 or a 
polym.3CleQ ji A.de which hy b ridizes nndfir stringent conditions to fJia 

jjntltsenso sequen ce of SEP TP NQ : 3 with levels of «KJ SEP TP NO: 3 

Or a polvnnr.lent.1f|p w hich hybridizes unde r^^jj,, ag ent conditions 
tS> l±Le.^a o..L.isense sequence of SEP TP NQ; 3 in cells, tissue, or 
bodily fluid of a normal human control, wherein a decrease in 
determined SSB levels of SEC ID NO:3 or * polyp ur: 1 ant i .de which 
hybridizes under stringent conditions ho i.he antisense sequence 
of SEQ ID NO: — 1 in the patient versus the normal human control is 
associated with a cancer which has metastasized. 

3. (amended) A method of staging gastrointestinal cancer 
in a patient having gastrointestinal cancer comprising: 

(a) identifying a patient having gar; trointestinal cancer; 

<b) determining levels of SEP TP NO: .3 or a 

Polynucleotide whi ch hybridizes under stringent conditions to the 
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antJ js. enso sequence of SEP id NO: 3 in a sample of cells, tissue, 
or bodily fluid from said patient; and 

(c) comparing determined levels of SRO TP NO: 3 or a 

Balv nucleotlde which hybridizes under str in gent conditions to the 
antisense sequence of SEP TP NO: 3 with levels of £Se SKO ID NO: 3 
or a polynucle ot ide which hybridizes under stringent conditions 
to the antisenae sequence of SEP TP NO: 3 in cells, tissues, or 
bodily fluid of a normal human control, wherein a decrease in 
determined BBS levels of SEP ID NO: 3 or a polynucleotide which 
hybridizes under stringent cond itions to t he antisense sequence 
flf ,fi EO ID NO : 3 in said patient versus th<* normal human control 
is associated with a cancer which is progressing and an increase 
in the determined levels of SEP ID NO: 3 or a polynucleotide 

which hy brid izes under stringent conditions; to the antisense 
sequence of SEP ID NO: 3 is associated with a cancer which is 
regressing or in remission. 

4. (amended) A method of monitoring gastrointestinal 
cancer in a patient for the onset of metastasis comprising: 

(a) identifying a patient having gastrointestinal cancer 
that is not known to have metastasized; 

(b) periodically determining levels of t*St? SEP ID NO: 3 or a 
polynucleotide which hybridizes under stringent, conditions to the 
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antisense sequence of SEP TP NO: 3 in samples of cells, tissues, 
or bodily fluid from said patient; and 

(c) comparing the periodically determined levels off SEP. 

ID NO: 3 or a polynucleotide wh ich hybridises under stringent 
condi tions to the antisense sequence of SKO ID NO: 3 with levels 
of BSB SEP ID NO: 3 or a polynucleotide which h ybr idises under 
stringent conditions to the an. ti sense sequence of SEP TP NO: 3 in 
cells, tissues, or bodily fluid off a normal human control, 
wherein a decrease in any one of the periodically determined 65-6 
levels of SEP ID NO: 3 or a polynucleotide which hybridizes under 
stringeriL. conditions to the antisonso sequence of SKO ID NO: 3 in 
the patient versus the normal human control is associated with a 
cancer which has metastasized. 

5. (amended)- A method of monitoring a change in stage of 
gastrointestinal cancer in a patient comprising: 

(a) identifying a patient having gastrointestinal cancer; 

(b) periodically determining levels of eSG SEP TP NO: 3 or a 
polynucleotide which hybridizes under stringent condi t ion s ,. .t o the 
antisenso sequence of SKO ID NO: 3 in cells, tissues, or bodily 
fluid from said patient; and 

(c> comparing the periodically determined levels of SEP 

ID NO: 3 or a polynucleo tide whic h hybridizes under stringent 
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condit io ns Lo the antisense sequence of SKO ID NO: 3 with levels 
of SBB SEP ID NO: 3 or a polynucleotide which hybridizes under 
stringent conditions to the antisfifise sequence of SKO ID NO: 3 in 
cells, tissues,, or bodily fluid of a normal human control, 
wherein a decrease in any one of the periodically determined f*S© 
levels of SEP ID NO: 3 o r a polynucleotide which hybridizes under 
stringent conditions to tha antisense sequence of SEP ID NO: 3 in 
the patient versus the normal human control is associated with a 
cancer which is progressing in stage and ;in increase is 
associated with a cancer which is regressing in stage or in 
remission , 
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Figure 1: Nucleic Acid Sequence of Clnll4 (SEQ ID NO:l) 

ACTCCCCTCCGAGQGGTCTGACCACGCTTGGGCCGAGTCATACGCCCACGCGTCCGGGAC 
CTCCTGCCCTCAGGTGATCCATCCACCTCGGCCAGTCAAAGTGCTGGGATTACAGGCATGA 
GCCATTGCACCCAGCCGATACTACTATATCCCCATTTTACAGATGAGCACATGGGCAAATTG 
AGGGTAAGGCACTGACCCATGATCATACAGCTGAGAAGTGGCAAAGGCAGGATTTGAACC 

tagaacctctggctccacacactagtaatctaaaccactctccctacaatacaacatacg 

tggtaaagatgtgtggtgggcacgcaatcaacgtaggtcccttcacagttgctgggagag 

gcaggaatttgcagttcc:tccgcgttctcctcctccgctgcccacctgtcctgggtcatt 

cctgcagcctgccctgccctgcctggtctcaccctccctctgccaacagaagtctgggca 

gggttttatgggctctgataaggccctggcagggccgaagttcatgagcacttcctcttt 

gcaggagggcgtaggggaggggacccaggtgatttgggtcctggctggtcaccagggaag 

ctggcaaggk3aagggagactagggtgcgctctaggagaagccgacagcctga 

gaggagccctgtggaccctcccctgccagccactcccttaccctgggtataagagccacc 

accgcctgccatccgccaccatctcccactcctgcagctcttctcacaggaccagccact 

agcgcagcctcgagcgatggcctatgtccccgcaccgggctaccagcccacctacaaccc 

gacgctgccttactaccagcccatcccgggcgggctcaacgtgggaatgtctgtttacat 

ccaaggagtggccagcgagcacatgaagcggttcttcgtgaactttgtggttgggcagga 

tccgggctcagacgtcgccttccacttcaatccgcggtttgacggctgggacaaggtggt 

cttcaacacgttgcagggcgggaagtggggcagcgaggagaggaagaggagcatgccctt 

caaaaagggtgccgcctttgagctggtcttcatagtcctggctgagcactacaaggtggt 

ggtaaatggaaatcccttctatgagtacgggcaccggcttcccctacagatggtcaccca 

cctgcaagtggatggggatctgcaacttcaatcaatcaacttcatcggaggccagcccct 

ccggccccagggacccccgatgatgccaccttaccctggtcccggacattgccatcaaca 

gctgaacagcctgcccaccatggaaggaccggcaaccttcaacccgcctgtgccatattt 

cgggaggctgcaaggagggctcacagctcgaaaaaccatcatcatcaagggctatgtgcc 

tcccacaggcaagagctttgctatcaacttcaaggtgggctcctcaggggacatagctct 

gcacattaatccccgcatgggcaacggtaccgtggtccggaacagccttctgaatggctc 

gtggggat ccgaggagaaga agat cac c cac aacc c atttggtc c cgg acagttctttga 

tctgtccattcgctgtggcttggatcgcttcaacgtttacgccaatggccagcacctctt 

tgactttgcccatcgcctctcggccttccagagggtggacacattggaaatccagggtga 

TGTCACCTTGTCCTATGTCCAGATCTTVATGTAT'l'CCTGGGGCCATAACTCATGGGAAAAC 
AGAATTATCCCCTAGGACTCCTTTCTAAGCCCCTAATAAAATGTCTGAGGGTGTCTCATG 



Figure 2: Amino Acid Sequence (SEQ ID NO:2) encoded by Clnll4 

MA Y VP AP GYQ P T YN PTL P Y YQ PIP GGLNVGMS VY I QGVAS EHMKRF FVNFWGQD PG S D V 
AFHFNPRFDGWDKWFNTLQGGKWGSEERKRSMPFKKG^ 

FYEYGHRLPLQMVTHLQVDGDLQLQSINFIGGQPT..RPQGPPMMPPYPGPGHCHQQLNSLP 
TMEGPPTFNPPVPYPGRIiQGGLTARRTIIIKGYVPPTGKSFAINFKVGSSGDIAI.HINPR 
MGNGT WRNS LLNGS WG SEE KKI THNPFGPGQFFDLS I RCGLDRFKVYANGQHLFD FAHR 
LSAFQRVDTLEIQGDVTLSYVQI 



Figure 3: Nucleic Acid Sequence of ClnllS (SEQ ID N0:3) 

CTTTAGCCCAACAGTCAAAAATAATTGATGCTACCCTACAAATGTCCAAAACTCTAGTAT 
ATCATATTTCTAAGTTACAGCAAATATTAGTCCTGCTAAACCAGGGAGCTTTGGCAAAAA 
TGTTTTTTGACAGTAAATTTGTCCTTGATTATATATTAACTAGTCAAAGAGGTGTTTGTA 
ACATTATTAGAGCTTCTTGTTGTAGGTGGGTTAACACCACCAATCAAGAGGTCATTCTAA 
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ca.gaaagcctggatcagaaaaccatcaccctaaaaaaacatgccttacatatttaac^c^ 

CTCTGAAATCCAGTCAAAATATGACTAAAGGCCCTTGCCATGACTGATGTATTCTCCTGG 

ccaacgccaaacaaatgggagcctggttacgagtcagccttcagggacttgtcacatttc 

TACTTGGTTTCTTCCTTGTTATTGTCATAATAAAATGTTTTCTATGCTGTTTAGTGCAAC 

TTAGGCCCTATTCTGTAGAAGTCTCCTCTACTATTCAGGCCACTCAAACACCCCAAATAA 

TTGAGTTCAAAATCGACATCAAGATATAAAGGAATCAGTGACTAAATATATTTCATATAT 

GGTATTTTTATTGATTATTGTGCTGTCTTGACCTAGTATGGAGGCCTTGGCTAGAGGCTG 

GTCAGTTTCCTCTCTTGAGCAGCTGATTAAATCCACACCCCAACCACTTCCCTTATCAGG 

TTCTCACACTCTGGGGCCACTATGTACCCACTCTAATCACCACAGGGCCAGACATCAGAC 

AATTAAGGACAGCGCCCATGCCCCAAAGCCCGCCAAAATTATGCAAATTATTCAAAATTA 

TTCAACCTAGCTAACCCCACCCTTTTTGCTGTACATAAGCTGCCCATTCCCCCTCCAGCC 

TGTGGTACCCAGTCCTCAGGTGCAACCCCCTGCGTGGTCCTCTGTGGCAGCCTTCTCTGA 

TTCAGAGCTGTTTTCCACAGAGGTAGTGAAAAGAACTGGATTTTCAAGTTCACTTTGCAA 

GAGAAAAAGAAAACTCAGTAGAAGATAATGGCAAGTCCAGACTGGGGATATGATGACAAA 

AATGGTCCTGAACAATGGAGCAAGCTGTATCCCATTGCCAATGGAAATAACCAATCCCCT ' 

GTTGATATTAAAACCAGTGAAACCAAACATGACACCTCTCTGAAACCTATTAGTGTCTCC 

TA C AACCCAGC C ACAG C C AAAGAAATTAT C AATG TGGGGC ATTCTTT CCATGTAAATTTT 

GAGGACAACGATAACCGATCAGTGCTGAAAGGTGGTCCTTTCTCTGACAGCTACAGGCTC 

TTT C AGTTTCATTTTCAC TGG GG C AGTAC AAATG AG G ATG GTTC AGAACATACAGTGGAT 

GGA GTC AAATATT C TGC CGAGC TTCACGTAG CT C ACTGGAATTCTGCAAAGTACTCCAGC 

CTTGCTGAAGCTGCCTCAAAGGCTGATGGTTTGGCAGTTATTGGTGTTTTGATGAAGGTT 

GGTGAGGCCAACCCAAAGCTGCAGAAAGTACTTUATGCCCTCCAAGCAATTAAAACCAAG 

GGCAAACGAGCCCCATTCACAAATTTTGACCCCTCTACTCTCCTTCCTTCATCCCTGGAT 

TTGTGGACCTACCCTGGCTCTCTGACTCATCCTC.'CTCTTTATGAGAGTGTAACTTGGATC 

ATCTGTAAGGAGAGCATCAGTGTCAGCTCAGAGCIAGCTGGCACAATTCCGCAGCCTTCTA 

TC7VAATGTTGAAGGTGATAACGCTGTCCCCATGCAGCACAACAACCGCCCAACCCAACCT 

CTGAAGGGCAGAACAGTGAGAGCTTCATTTTGATGATTCTGAGAAGAAACTTGTCGTTCC 

TCAAGAACACAGCCCTGCTTCTGACATAATCCAGTTAAAATAATAATTTTTAAGAAATAA 

ATTTATTTCAATATTAGCAAGACAGCATGCCTTCAAATCAATCTGTAAAACTAAGA7VACT 

TAAATTTTAGTTCTTACTGCTTAATTCAAATAAl'AATTAGTAAGCTAGCAAATAGTAATC 

TGTAAGCATAAGCTTATCTTAAATTCAAGTTTAC3TTTGAGGAATTCTTTAAAATTACAAC 

TAAGTGATTTGTATGTCTATTTTTTTCAGTTTATTTGAACCAATAAAATAATTTTATCTC 

TTTCTTTCTGTTGTGCATTCAGTTTCTAAAACCATTAAGTTTCTACTCCATTTACATTCA 

AAAATCTTAAATACTTTACTTGCAAGAGTATTTTGCTTCAAATACAACAACCTAAGAGCA 

GCTGGAGATGAAATATTGGGAAATTCATTTGCTTACTCCTGAAGACAAAAATATAGCTGA 

GATGACCACTGGATTTAATATCGTTATGCTGGCCCAACATTGCTACCATTTGTGnGTCT 

GTGATCAAAATGATTATCTTTTATATAGGAAGATGACGCTTCTGGATATTGCTTTCACTT 

CTTCTCCCCACGTTAGCAAGGACAATGCTTCTCTGCCATTATTACAAGTAGTTAGTTTGC 

ATGGAGAATCTTTACTTT7^7\AATTGGAAGAAAAC5TCACAAGTGAATGGTTTATAAAAATG 

CTAAAGAAGTCATTCTTCCTTAGAATCATATAGAAACATCATGCAATCTTTTAGTCAGAT 

GTGCGCTTCACCTTATGCTATTTTTATCTTTAATTGACACACAATAATTGTACATGTTTA 

TGGAGTATAGTGTGGTGTTTTCTGTTTGTTTGTTTGTTTTTTGAGACAAGGTCTCACTCT 

GCCAGTCAGGGTGGAGTGCGATGGT 



Figure 4s Amino Acid Sequence (SEQ ID NO:4) encoded by ClnllS 

MAS PDWG YDDKNGPBQWSKLYP I ANGNNQS PVD C KTSETKHDTSLKPI S VSYNPATAKEI 
INVGHSFHVNFEDNDNRSVLKGGPFSDSYRLFQFHPHWGSTNEHGSEHTVDGVKYSAELH 
VAHWNSAKYSSJ^EAASKADGLAVIGVLMKVGE^^ 

DPSTIiIiP S SLD F WT Y PG S LTH P PLYES VTW 1 1 CKE S I S VS S EQLAQFRS LLSNVEGDNAV 
PMQHNNRPTQPLKGRTVRASP 
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